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n 




X' 






z 








CHjCHi 




s 








CHjCH, 


■^^^ 


s 








CHjCHi 




s 


2->f>F'i>V 






CHjCHj 




s 


2 — « VV-f X — ^V" 






CHjCHj 




s 


2— l^''/*) ^l' 






CHjCH, 




s 



*f80J3'fb^<^>PPAR<y^<4^b#^H:s CV- h* (GAL 
4-hPPAR<5r LBi» ^ ;V5/7x^— If^^^T*^;:^^ h* (UASk4-f K-L 
UC) I^W-'5ff7^>>>y-^ K/S-GAL) j^i^r^;^ ^' F^DME I E - C J; 
D^fe^^X^s *BB:8'fb^X{iib|!t'fb-^T-$)SL - 1 6 5 0 4 1(^>#^T^ .4 0 

i^v ;i/J^i7x9-i-ifMttl±i9^GALtg14t?«|jEU L- 1 6 5 0 4-1-e^ttSbfe^ 

6D|l5fg^?!ll 0) : ; • ■ h:' 

%1Zifhm!opn:}^^^%mm'^ (^MI~7) H:L-1 6 50 4 1K:tb-^ 

^2 m^n\j < 9 r i ~IIJi6^« 9-2 2|3«©*l6BJ<tl^*) L - 1 
6 5 0 4 1 KlJt-^^ |^^X{±^tli)t±® P P AR 5?SttMtffi^^U:fe:o 
tJ&oT> *^BJi©-^^(i (I) t-a^tiS'fb-^tdis ^nfePPAR(5TSMf^«^ 
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VM-^-m. 'im^mM.. #3111^ (Man o ^ H; e t . A 1 . , (2 0 0 0) J 
. Biol. C h e in. ; 2 7 5 : 8 1 2 6 - 8 1 3 2 ) s K tf^^^i 

■ ctie>©^Mt{^x %.%(Dwm\s mm\s ^tm ^tm^}fii^% 

MC-Ca) «;if3{^. m^R^JfcbTiis Xt^TU >IK"^^;ti$/'*7A, ^;i/^jSii?i?, )g ^ 
^^ifcUTtis h KD:^i/:7*Dt:;i/-fe;i/D-;;^ (HPC)s -If^^X Tf-^)\f.-}\/\^xi 
U h'> (PVP) :feif3bsW^ti§o ^ 

mg-l OOmg, ^Pfe#-ei H lmg~2 0 0 Omg•^a^5^s^ ^ifr, ^^K^jcJ: 

2- C [3- r2- (5-p<^;i/-2-7 3ir:;i/-4-;t^-»vy';;i/) -1 
, 2-^>X-f V:¥1j-\/-;i/-6->f;i/1 :t^$/] -2-;><^;i/rPl^:j->^ 
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(1) )«-3- [2— (5-p{^;.i/-2-7x-;i/r-4-3|-^l?-^;';;i/ 

hT^ b*-3-^^;i/- 1, 2r^>X'f V=^1^-\/-;i/ (1. 50g, 7. 
8 9 mm o .1 ) H F ( 2 5 mL) KmM^^tz^. ^^#HMTx -7 8X1Z 

T2M©LDA (9. OmL, 1 8 . QiDamo 1.) ^ 1 0^J5-^^pttT?aTU ^^t^l^I 

2-7ir:;i/;^dp-l?-,vf— ;V©THF^^| (1. 90g, 7. 89mmol/4. OmL 

1 : X y * e^;v* ^ A ^ 13 ^ > 7 ^ — ; ( ^ a d 3j>;v a - ^ p n^jii^Z 

10 0/1) iCTJiMb±IB©m<b^^efim(9 1 Omg) i:b-C:f#fe 

([iR^3 2%) 

'H-NMR (CDCl3, 4 0 0MHz) <5 : 

. 2. 1 4 (s, 3M) y , . . . ^ - ^ j 

2. 1 9 (s, 3H) , . • , • , 

3. 0 2 (t, 2H, J = 8Hz) , 
3. 3 2 (t, 2H, J = 8Hz) , 

7 . 1 3 (d d , 1}H , J - 1, 9 H z ) , 
7. 3 5-7. 4 5 (m, 4H) , 
7.8 3 (br-s, IH) , 

7. 9-8. 0 (m, 2H) , 

8. 0 8 (d, IH, J=lHz) 

(2) 6-7'^>'-3 - [2 - (5 2-7 i-ZV- 4 U;i/) 3:5^ 
-1, 2-^yX^v^^^J-)\^ 
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±myomt:m^ntc6-T't hT5. }(~3 - C2- (5-p<^;i/-2-7air:;i/-4 
x^;i/] -1, 2-^yX^V^^'J-)V (7 0 0mg, 1. 9mm 
ol) ^INii^ (9mL) (cM^-^m 1 0 0°Cic:±{if Bl^milftjl 

mmT^ms.vtzns ^uizmi^mio^mirhvtfAymmmii^^mhtco mm 
it?ibfeo mm^mB^^t^iLf^mmi^.^Mit'^^^j^-^m^ (saomg) 

TUfeo (W8 6%) 

'H-NMR (CDCI3, 40 0MHz) d: 
2. 1 5 (s, 3H) , 

3.0 0 (t, 2H, J = 8Hz) , ■ , . , 

3.2 7 (t, 2H, J = 8Hz) , 
4. 0 1 (br-s, 2H, ) , 

6. 5 4 (dd, IH, J = 2, 9Hz) , 
6.7 0 (d, IH, J=2Hz) , 

7. 2-7. 5 (m, 4H) , 

8. 0-^8. 2 (m, 2H) . 

(3) 6-;W KD:^rS/-3-- [2- (5-p<^;i'-2-7ir:;v-4-:t^-t>-V^U;i/ 
) -1, 2-^>X'fV=^1?-V^-;i/ 

^B^Wrcn^fitze-y^J-S- [2- i6-;<^)]/-2-y3i=.)\^-4-:i-^V- 
/ t/U;!/) x^A] -1, 2-><>X-rV:^1J-!;-;i/ (2. 14g, 6. 72mmol) 
^ 2 5%eK^ (4 OmL) ^Jc^^.tt'-effia^^ b U »>A7k^^ (4 8 7 

mg/2. 5mL) ^l O^m-^mTLtdo 

5^^jiJ$Lfe^^ ADl^ii^S4'©7 5%a^^?S (3 OmL) f^|93 0 
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RmmT^vmhtzm> ^UKMh^^^i^^^r^o i;x^;i/3i-7^;i/ (lOOmLx 
2 ) fctllllHi Ufe^s x-5^;v?§?gctc: 1 NCDTKiK^t h U ^J^m^ ( 2 0, 0 mL x 3 ) 

»H-NMR (CDCls, 4 0 OMHz) (5 : 

2. 2 3 (s, 3H) , 

3. 0 2 (t, 2H, J = 8Hz) , 

3.2 6 (t, 2H, J = 8Hz) , . 

6.7 1 (dd, IH, J = 2, 9Hz) , 

6.9 0 (d, IH, J=2Hz) , 

7. 2 6 (d, IH, J = 9Hz) , 

7. 4-7. 5 (m, 3H) , 

7. 5 9 (br-s, IH) , 

7. 9-8. 0 (m, 2H) . 

(4) 2- C [3- [2- (5-7«^;i/-2-7xr^;i/-4-:t^i^VU;v) 

-i,-2-'<>x^v:^-i^-v^-;i/-6->r;v] :t=^i^] -2-p<^;i/7°Dt;:t>^xf- 
e-^N^ i?poj,.>^_3_ (-g- (5-^^;i/-2-7x-;i/-4-5j-^-9-yu;i/) x 

• v^^U] -1, .2-'^>X-f V=^-9-V^— (2 0 Omg, 0. 6 0niniol) s 2-:/D 
ct_2-p{^;vrDlf:t>^x^;v (15 6mg, 0. 8 0mmol) N ^M^V'^J^ 
(11 Img, 0 . ;8 Ommo 1) <&p<f-;Vx^;i'^b> (1 OmL) t^^ll^-erfem 
s S^5^^8 0-Cfc:±lfDDflftji^bfeo 12!^m Mft:2->^D^-2-p<^;i/r 
. Ptr^>^x^;i/ (1 5 6mg, 0. 8 0mmol) s j^^* U "^A ( 1 1 Img, 0 

. 8 Ommo 1) mux 2 ommMMM^vtco m^mT^mm[^tc^. mM.i^Mu 
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'fb^^SSfe^tJ (2 3 Omg) tbT#feo (iR^8 9%) 

*H-NMR (CDClj, 400MHz) <y : 
1.2 3 (t, 3H, J = 7Hz) , 

1. 6 4 (s, 6H) , ■ 

2. 1 5 (s, 3H) , ; 7 
3.0 2 (t, 2H, J = 7Hz) , 

3. 3 1 (t, 2H, J = 7Hz) , 
4.2 4 (q, 2H, J=7Hz) , 
6.8 0 (d.d, IH, J = 2, 9Hz) , 
6.8 8 (d, IH, J = 2Hz) , 

- 7. "3 8 (d, IH, J = 9Hz);, 
7>4^7. 5. ( 3 H, m) . 
7. 9-8. 0 (m, 2H) . 

(5) 2- [ [3- [2- (5-^9";i/-2-7x-;i/-4-;r^1?-\;y;p) x^;i/3 
±B3;&^T*^f ?>n:fe2- [3- [2- (5-^^;i/-2-7i-;v-4-;t^1?-\;»; 

;p) -1, 2-^>X-r v=^1J-v/-;i/-6— -2-p<5^;i'7°Ptr 

(2 2 Omg, 0. 5 1 mmo 10 'SX^J^^-^lz/Tto/T^^ 
ImL/lmL) ©?g'&^iEK:^»^-&fe^. im^^)^t> Jxiimm (10 Omg) 
?£JD^feo ^?afcT2 0^^«#tJl3js^cD^i^^StEl/fcb Hfe^Mt7j<^^bfe^> # 
M>£«feo (pH 4^^) 

mmhfd^^-^mLXjfd^s * (4 0mL) -eiJfe^L/^fi^ieu MtcMffilSii-rSil 
i:T±fB0m^-^*efeifea ( 1 7 0 mg) J* UT^#fco ' 
(1R^8 3%) 
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»H-NMR (DMS0-d6, 4 0 0MHz) : 
1. 7 7 (s, 6H):, . 
2.19 (s, 3H) , 
2.9 6 (t, 2H, J = 7Hz) , 
3. 2 5 (t, 2H, J = 7Hz) ,. . 

6. 86 (dd, IH, J = 2, 9Hz) , ; 
6.9 6 (d, IH, J = 2Hz) , 

7. 4 5-7. 5 (m, 3H) , 
7.7 1 (d, IH, J = 9Hz) , 
7. 8 5-7. 9 5 (m, 2H) , 

1 3. 2 (br s, IH) . ^ ^ 

mmm2 

2- C C3- r2- (5-x5^;i/-2-7x-;i/-4-:t^ij'y;;i/) 3^5^/1/] - 1 
(1 ) 6 -T T-b ^ h* - 3 - E 2 - ( q 2 - 7. x-;V- 4 -:t^1^Vf V)]/ 

) - 1 , 2 -'^yX'f v^-!fi;-;i/ 

IR^ I 5 % , . 

» H - N M R (CDC 1 3 , 4 0 0 M H z ) , d : 

1. 0 8 Ct, 3H, J = 7;H/?;) , . • \ ^ 
.2. 2 1 (s, 3H) , - , - 

2. 5 1 (q, 2H, J = 7Hz) , 

3. 0 3 (t, 2H, ,J = 7Hz) , 
3. 3 4 (t, 2H, J = 7Hz) , . 
7.09 (d, IH, J = l, 9Hz) , 
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7. 4 1 (br-s, IH) , ' 

7. 4-7. 5 (m, 4H) , ^ ' ^ 

7. 9 5-8. 0 0 (m, 2H) , " . 

8. 0 7 (d, IH, J=lHz) . 

(2) e-T^y-a - [2 - {5-3^^)i-2-y±=.)]y-4-^^v^j^))v) 

IR^9 6% 

^H-NMR (CDCI3, 4 0 OMHz) <j : 

1. 0 1 (t, 3H, J = 7Hz) , 

2. 5 1 (q, 2H, J = 7Hz) , 
3.0 3 (t, 2H, J = 7Hz) , 

3.2 7 (t, 2H, J = 7Hz) , - ' • ). 

4. 0 2 (brs, 2H) , 

6. 54 (dd, IH, J = 2, 9Hz) , > 

6, 6 9 ( IH, d, J = 2Hz) , • ' 

7. 2 6 (d, IH, J = 9Hz) , 
7. 4-7. 5 (3H, m) , 

7. 9 5-8. 0 0 (m, 2 H) 

(3) e-ZN-r h*n:^i^-3- [2- (5-i:^;V-^2-7in;i/-4-:t=3[^1^V^U;i/ 

2-^>X-<V:3E^1?-V^-;i/ ' : - 

JR^5 3% 

'H-NMR (CDCI3, 400MHz) d : . 

1. 11 (t, 3H, J = 7Hz) , 

2. 5 5 (q, 2H, J = 7Hz) , 

3. 0 3 (t, 2H, J=7Hz) , 
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3.29 (t, 2H, J = 7Hz) , 
5. 9 5-6. 0 5 (br, IH) , 
6.7 2 (dd, 2H, J = 2, 9Hz) , 
6,9 1 (d, IH, J = 2Hz) , 
7.3 1 (dd, IH, J = 9Hz) , 
7. 4-7. 5 (mi 3H) , 
7. 9 5-8. 0 (m, 2H) . 



PCT/JPpi/02271 



(4) 2 - [[3 - [2- (5-x^;i/-2-7xr:;i/-4-;t^if\;U;V) 

-1,2 -^>x>r v#-y-v^~;v- 6 - 2 -^5';i/7'Pi^;^>i^x^ 

W8 8% 

'H-NMR (CDCI3, 400MHz) <5 : 

1.0 7 (t, 3H, J = 7Hz) , . 
1. 23 (t, 3H, J = 7Hz) , 

1. 6 4 (s, 6H) , - . - . 

2.5 1 (q, 2H, J = 7Hz) , 
3.0 2 (t, 2H, J = 7Hz) , 

3. 3 2 (t, 2H, J = 7Hz) , > 

4.2 3 (q, 2H, J = 7Hz) , 

6. 7 9 (dd, 2H, J=2, 9Hz) , 

6,8 8 (d, IH, J = 2Hz) , ■■ ^ 

7.3 7 (d, IH, J = 9Hz) , 

7. 4-7. 5 (m, 3H) , 
7. 9 5-8. 0 (m, 2H) . 

(5) 2 - [[3 - [2- (5-3i9=-;i^-2-7x^;i/-4^:t^f-yu;i^) 
-1, 2-'<>x^'v^i?-^;-;i'-6-^;i/] -t^t/l -2-;^^}vzrvix:^ym 



48 



wo 01/79197 PCT/JPOl/62271 

W7 3% . • 

'H-NMR (CDCI3, 4 0 OMHz) (5 : 
1. 3 (t, 3H, J = 7Hz) , 
1. 6 9 (s, 6H) , 
2.58 (q, 2H, J = 7Hz) , 
3. 0 2 (t, 2H, J=7Hz) , 
3.2 2 (t, 2H, J = 7Hz) , 
6.7 9 (dd, 2H, J = 2, 9Hz) , 
7.0 1 (IH, d, J = 2Hz) , 
7.2 2 (IH, d, J = 9Hz) , - 
7. 4-7. 5 (m, .3H) , . : 

7. 9 5-8. 0 (m, 2H) 

mmms • .. 

2- [ [3- [2~ (5-7'pfc:;i/-2-7x-;i/-4-:t»-9-\/U;i/) - 

(1) 6-T-fehT^K-3- [2- (5-7'Dt^;i/-2-7xi:;i/-4-;^-^1^V^U 
)]/) -1, 2-^>X-i' V^-9-^;-;i/ 

'H-NMR (CD Clay 4 0 0MHz) <5: 

0. 8 7 (t, 3H, J = 7Hz) , 

1. 5 5-1. 7 0 (m, 2Hj , 
2.2 2 (s, 3H) , 

2.4 9 (t, 2H, J = 7Hz) , 
3.04 (t, 2H, J = 7Hz) , 
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3.3 5 (t, 2H, J = 7Hz) , 
7.12 (dd, IH, J = l, 9Hz) , 
7. 2-7. 6 (m, 5H) , 
7. 9 5-8. 0 5 (m, 2H) , 
8.0 1 (d, IH, J=lHz) 

(2) 6_75y_3_ [2- (5-7'Dlf;i/-:2-7x^;|/-4-:t=^Pi?-V^U;i') x 

2XgJR^4 1% 
^H-NMR (CDC I3, 4 0 0MHz) <y : 

0. 87 (t, 3H, J = 7Hz) , 

1. 5 5- 1. 7 0 (m, 2H) , 

2. 4 9 (t, 2H, J = 7Hz) , 
3.0 1 (t, 2H, J = 7Hz) , 

,3. 2 6 (t, 2H, J = 7Hz) , 
4. 00 (br-s, 2E) , v \ ; j: 
6.5 5 (dd, IH, J = 2, 9Hz) , 

6. 7 0 (d, tHi;J = 2Hz) , , 

7. 30 (d, IH, J = 9Hz) , 
7. 4-7. 4 5 (m, 3H) ,/ : 
7. 9 5-8. 0 5 (m, 2H) . 

(3) 6->'N-f HD^S/-3- [2- (5-rol^>V^2-7x-;i/-4--;^:¥:i^-\/y 

;v) 3^^;i/3 -1, 2-^>X'rv^i^\;-;v 

W5 3% • 
'H-NMR (CDCI3, 400MHz) 5: 
0.9 1 (t, 3H, J = 7Hz) , 
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1. 55-1. 70 (m, 2H) , ' 

2. 5 6 (t, 2H, J = 7Hz) , 

3. 0 2 (t , 2H, J = 8Hz) , ■ 
3; 2 5 (t, 2H, J = 8Hz) , 

6.74 (dd, IH, J = 2, 9Hz) , 
6.9 1 (d, IH, J = 2Hz) , 
7. 2 8 (d, IH, J = 9Hz) , 

7. 4-7. 4 5 (m, 3H) , - ' 

7. 9 5-8. 0 0 (m, 2H) , 

8. 1 5 (br-s, IH) . : . ; 

(4) 2- [ [3- [2- (5-7'Dfc:;i/-2-7x^;i/-4-;r=^-b-V^y;^) 
] -1, 2-^>X-f V^1^y-;i/-6-^;i/] - 2-M'^J]/yxiK:t>m^ 

IR^ 7 0 % 

'H-NMR (CDC I3, 4 0 0MHz) d: 

0. 8 5 (t, 3H, J = 7Hz) , 
1.2 3 (t, 3H, J = 7Hz) , 

1. 5-1. 6 0 (m, 2H) , . : 
1. 64 (s, ,6H) , 

■ 2. 4 8 (t, 2H, J = 7Hz) ; ' 

3. 0 2 (t, 2H, J = 8Hz) , 
3.32 (t, 2H, J = 8Hz) , 

4. 23 (q, 2H, J = 7Hz) , :■ : 

6. 8 0 (dd, IH, J = 2, 9Hz) , 
6.8 8 (d, IH, J = 2Hz> , 

7. 4 0 (d, IH, J = 9Hz) , 
7. 4 0-7. 5 0 (m, 3H) , 
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7. 9 5-8. 00 (m, 2H) . 
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(5) 2- [ [3- [2- (5-7'Db?;v-2-7 3:-;v-4-;^=3pi?-^/»;;i/) 

JR:^9 4% 

'H-NMR (CDCI3, 400MHz) <5 : . 

0. 8 5 (t, 3H, J = 7Hz) , 

1 . 5 - 1 . 6 5 (m, 2 H) , 
1. 64 (s, 6H) , 

2.5 5 (t, .2H, J = 7Hz) , 

3.0 3 (t , 2H, J = 8Hz) , : 

3.1 9 (t , 2H, J = 8Hz): , 

6.7 6 (dd, IH, J = 2, 9Hz) , ' 
7.00 (d, IH, J = 2Hz) , 

7.2 0 (d, IH, J = 9Hz) , 

7. 4 0-7. 5 0 (m, 3H) , ; . : ■ ' -.r ' 

7. 9 5-8. 0 0 (m, 2H) . v , 

2- C C3- r2- (5-7'Pl:^;i/-2- (2-^PP7x;^;i/) -4-:t»-9-yU 
j:^;t/] -1. 2-^>XW'V=»-9-V^-;t/-6-'f;i/] :t^^>l -2-:^^)\^yxi 

(1) 6-T-fe h7'^h*-3 - [2- (5-rDtr;i/-2- (2-^'PD7xn;i/) - 

4-:r=^ritv^u;i/) x^;^] -1, 2-^>x^ v=¥'y-v^-;^ 
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JR^l 4% i V 

'H-NMR (CDCI3, 4 0 OMHz) (5 : . ' '■ 

0. 8 5 (t, 3H, J = 7Hz) , 

1. 4 5-1. 60 (m, 2H) / 

2. 2 2 (s, 3H) , 

2.4 6 (t, 2H, J=7Hz) , 

3.0 6 (t, 2H, J = 7Hz) , ' ' 

3. 3 6 (t, 2H, J = 7Hz) , ' ' 
7. 1 2 (dd, IH, J=l, 9Hz) , 

7. 3-7. 4 (m, 3H) , ^ 

7. 4-7. 6 (m, 2H) , • . 

7. 9-8. 0 (m, , 2H) , . - : - ■ 

8. 0 7 (d, IH, J=lHz) 

(2) [2- (5-rDH;i/-2- (2-^:7Dd7x-;i.) -4- 

=^i?-v^';;i/) - 1, 2-^>x^v:^t--9-y-;i/ ' 

W8 0% ^ : : 

'H-NMR (CDCI3, 400MHz) (5 : 

0. 87 (t, 3H, J = 7Hz) , 

1. 4 5-1. 6 0 (m, 2H) , — - • 

2. 4 9 (t, 2H, J=7Hz) , 
3.03 (t, .2H, J = 7Hz) , 
3.29 (t, 2H, J=7Hz) , 

4. 0 0 (br-s, 2H) , ;^ 
6.5 6 (dd, IH, J = 2, 9Hz)i, 

6.70 (d, IH, J = 2Hz) , 
7.28 (d, IH, J = 9Hz) , 
7. 5-7. 6 (m, 2H) , 
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7 . 4 - 7 . 6 (m, 1 H) , 
7. 9-8. 0 (m, IH) 

(3) b*P^^>-3- [2- (5->^Pl^;i/-2- (2-^DD7 3:^;i/) - 
4 -:t^D-'J U;i/) -1,2 -^>X>f V=3Pl?-y-:;V , 

»H-NMR (CDC I3, 4 0 0MHz) (J: 

0. 8 7 (t, 3H, J = 7Hz) , 

1. 4 5-1. 6 0 (m, 2H) , 

2. 5 1 (t, 2H, J = 7Hz) , 

3. i 0 (t, 2H, J = 7Hz) , , - 
3.3 1 (t, 2H, J = 7Hz) , ; } 
6. 1-6. 2 (br, IH) , 

6. 74 (dd, IH, J = 2, 9Hz), 

6. 9 1 (d, IH, J=r2Hz)^ 

7. 3-7. 4 (m, 3H) , 

7. 4-7. 5 (m, IH) , K 
7. 9-8. 0 (m, IH) . 

(4) 2- [[3- [2- (5-rPt:;i/-2-, (2-t5'DD;7air:;v) -tA-:^^'^ 

-1, 2-'^>XWV=^W-->V^6.^-f;V] :^^ry2 - 2-^^)]^ 

W6 3% 

•H-NMR (CDCI3, 400MHz) <S : 

0. 8 7 (t, 3H, J = 7Hz) , 

1. 2 3 (t, 3H, J = 7Hz) , 
1. 4 5-1. 6 0 (m, 2H) , 
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1. 6 4 (s, 6H) , 

2.48 (t, 2H, J = 7Hz) , 

3. 0 5 Ct, 2H, J = 7Hz.) , 

3 3 (t, 2H; J = 7Hz), . - 
4.24 (q, 2H, J=7Hz) , 
6.- 8 0 (dd, l H^ J = 2i 9Hzy , 

6. 8 8 (d, IH, J = 2Hz) , 

7. 3-7. 4 (in, 3H) i 
7. 4-7. 5 (m, IH) , 
7. 9-8. 0 (m, IH) . 

(5) 2- [ [3- [2- (5-rDb:;i/-2-:(2-i^DD7 3:-;i/) 
'JV)V) -1, 2-^>X'fV^-y-\;-;i/-6— Y;1/3 -2-^^;i/ 

IR^ 8 0 % 

'H-NMR (CDCI3, 40 0MHz) (J: 

0. 8 6 (t , 3H, J = 7Hz) , . . 

1. 4 5-1. 6 0 (m, 2H) , 
1. 6 6 (s, 6H) , 

2.52 (t, 2H, J = 7H2) , 
3. 0 4 (t, 2H, J = 7Hz) , 

3.29 (t, 2H, J = 7Hz) , 

4. 24 (q, 2H, J=7Hz) , 

6. 8 2 (dd, IH, J = 2i 9Hz) , 
7.00 (d, IH, J = 2Hz) , 

7. 3-7. 4 (m, 3H) , 
7. 4-7. 5 (m, IH) , 
7 . 9 - 8 . 0 (m, 1 H) .. 
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mmms 

2 - r rs- C2- (5->^^;i/-2-7x^;i^-4-:f:^-9-\/u;i/) -i 

(1) 6-7-fehT^K-3- [2- (5-:/^;i/-2-7x-;i/-4-:t^1^V^U;i/ 
Ml 3% 

^H-NMR (CD C,l3, 4 0 0MHz) tf : 

0. . 8 7 (t , 3H, J = 7Hz) , ' 

1. 2 2-1. 30 (m, 2H) , > : 
1. 4-1. 5 (m, 2H) , 

2.2 1 (s, 3H) , 

2.4 9 (t, 2H, J = 7Hz) , 

3. 0 3 (t , 2H, J=7Hz) , 

3. 3 4 (t, 2H, J = 7Hz) , 

7. 1 0 (dd, IH, J = l, 9Hz) , 

7. 3-7. 5 (m, 5H) , 

7. 9 5-8. 0 5 (m, 2H) , 

8.0 1 (d, IH, J=lHz) 

(2) 6-T^y-3- [2- (5-:::^^;!/-2-7x-;i/-4-;^-=3p1J-\/»;;V) 
»8 6% 

^H-NMR (CDCI3, 400MHz) 5: 
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0. 8 7 (t, 3H, J = 7Hz) , 

1. 2-1.35 (in, 2H) , 
'li 4 0-1. 5 0 (m; 2H) , 

2.5 0 (t, 2H, J = 7Hz) , 
3. 0 1 (t, 2H, J = 7Hz) , 
3. 2 6 (t, 2H, J = 7Hz) , 
4.0 3 (br-s, 2H) , 

6. 54 (dd, IH, J = 2, 9Hz) , 
6.7 0 (d, IH, J = 2Hz) , 
7.2 9 (d, IH, J = 9Hz) , 

7. 4-7. 4 5 (m, 3 H) , 
7. 9 5-8. 0 5 (m, 2H) , 



PCT/JP6iA)2271 



(3) ewN^ KD^^-3- [2- (5-:/^)v-2-7-n=.)V-4-it^1)-\;VJV 
)x^;i/]-l, 2-^yX-(V^V-V-)]/ 

JR^3 4% ' ' ' ' ■ ■ 

»H-NMR (CDCI3, 40 0MHz) 

0. 89 (t, 3H, J = 7Hz) , 

1. 2-1. 4 0 (m, 2H) , 

1. 4 0-1. 5 0 (m, 2H) , • : 

2.5 5 (t, 2H, J = 7Hz) , 
3. 0 2 (t, 2H, J = 7Ez) , 
3.^ 2 7 (t, 2H, J = 7Hz) , 
6.7 1 (dd, IH, J = 2, 9Hz) , 

6. 9 1 (d, IH, J = 2Hz) , • > 
7.2 9 (d, IH, J = 9Hz) , 

7. 4-7. 4 5 (m, 3H) , 
7 . 9 - 8 . 0 (m, 2 H) . 
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(4) 2- [ [3- [2- (5-:/^;v-2-7xH:;i'-4-:t=3p-iJ-\;.u;v) ^^;i/3 
-1, 2— <>x^v^-9-^>^-;^-6->r;v] T-2-^^;i/rpK:t>Kx^ 



1R^7 6% 

»H-NMR (CDCI3, 400MHz) 6: 

0. 8 7 (t, 3H, J = 7Hz) i 
1.3 3 (t, J = 7Hz) , 

1 . 2 - 1 . 3 (m, 2 H) , 

1. 4-1. 5 (m, 2H) , 
1.64 (s, 6H) , 

2. 5 0 (t , 2H, J = 7Hz) , 

3. 02 (t, 2H, J = 7Hz) , 
3. 3 2 (t, 2H, J = 7Hz) , 
4.23 (q, 2H, J = 7Hz) , 

6.7 9 (dd, IH, J = 2, 9Hz) , 

6.8 8 (d, IH, J = 2Hz) , 
7.39 (d, IH, J = 9Hz) , 
7. 40-7. 5 0 (m, 3H) , 
7. 9-8. 0 0 (m, 2H) . 



(5) 2- [ [3- [2- (5-:/^;i/-2-7xr:;W4-;t=^r^yU>>V) 

-1,2 -^yx^ v^v-'J-)^- 6 ^*^>] - 2 



JK$8 2% 

iR-NMR (CDCls, 400MHz) 6: 

0. 8 8 (t, 3H, J = 7Hz) , 

1. 2-1. 4 (m, 2H) , 
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1. 4 5-1. 6 (m, 2H) , 

1. 6 4 (s, 6H) , • ' 

2.5 6 (t, 2H, J=7Hz) , 

3. 0 i (t, 2H, J = 7Hz) , 

3. 2 2 (t, 2H, J = 7Hz) , 

6.7 9 (dd, IH, J = 2, 9Hz) , 

7.0 0 (d, IH, J = 2Hz) , 

7. 2 4 (d, IH, J = 9Hz) , ' " 

7. 4 0-7. .5 0 (m, 3H) , ' ' ' ' • " - 

7. 9-8. 0 5 (m, 2H) . • . , ; 

2-[r3-[2-(2. 5-$?7jc-;i/-4-:t:¥-9-y';;i/) J::^;t/f -i. 2- 
(1) ^-T^YTXY-^- [2- (2, 5-'s^7xr:;i/-4-^:3pihV^U;i/) 

-1, 2-^>X'rv^i?-\/-;i/ 

1R^2 1% ' ' ' 

'H-NMR (CDCI3, 4 0 OMHz) d : ^ < 
2.2 1 (s, 3H) , 

3. 3 5-3. 5 0 (m, 4H) , - 
7. 1 5 (dd, IH, J = 2, 9Hz) , 
7. 3-7. 4 (m, 2H) , 
7. 4-7. 5 5 (m, 5H) , 

7.5 5 (d, IH, J = 9Hz) , 

7.6 0 (dd, 2H, J=l, 9Hz) , 
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8.04 (d, IH, J=lHz) , 
8. 0 5-8. 1 5 (m, 2H) . 



PCT/JP01/P2271 



1, 2-^>X'f V^ifV-;v . r 

W8 4% 

•H-NMR (CDCI3, 4 0 OMHz) 5 : . • ,. 

3. 3 5-3. 4 5 (m, 4H) , ; 

4. 0 1 (s, 2H) , ^ 
6.58 (dd, IH, J = 2, 9Hz) , 

6.7 0 (d, IH, J = 2Hz) , , ; > 

7. 3-7. 6 (m, ;7H) , , 

7. 6-7. 6 5 (m, 2H) , . ^ : i V. 1 

8. 1-8. 15 (m, 2H) . 

(3) 6->'WKP=^$/-3- [2- (2, 5-i?7x::^;i/-4-:t^-b-vrU;i/) 
1R*3 4% 

^H-NMR (CDCI3, 40 0MHz) <5: 

3. 3 5-3. 4 5 (m, 4H) , V 1 :w 
6. 3 (brs, IH) , 

6. 7 6 (dd, IH, J = 2, 9Hz) , , , 

6. 9 1 (d, IH, J = 2Hz) , b 

7. 3-7. 6 (m, 7H) , 

7. 6 2 (dd, 2H, J = 2, 9Hz.) , 

8. 1-8. 1 5 (m, 2H) . 
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(4) 2- [3- [2- (2, t-^Jy.3L-)]y-4-:t^V'JV)l) -1, 



JR^55% ' - • 

'H-NMR (CDCI3, 4OOMH2) d : 

1 . 2 2 (t, 3H, J = 7Hz) , > '. 

1. 6 4 (s, 6H) , 

3. 3 5-3. 5 0 (m, 4H) , 

4. 23 (q, 2H, J=7Hz) , 

6. 8 2 (dd, IH, J = 2, 9Hz) / ■ • . . 
6.8 7 (d, IH, J = 2Hz) , 

7! 3-7. 5 5 (m, 7H) , 

7 . 5 5 - 7 . 6 (m, 2 H) , 

8. 0 5-8. 1 5 (m, 2H) . 

(5) 2- [[3- [2- (2; 5-i?7x-;v-4-;t^-!^-y U;i/) ac^;i/] - 1 , 

^H-NMR (CDCI3, 400MHz) 6 : 
1 . 6 7 (s, 6H) , 
3. 3 5-3. 4 5 (m, 4H) , 
6.8 5 (dd, IH, J = 2, 9Hz) , 
7.0 0 (d, IH, J = 2Hz) , 
7. 3 7-5 5 (m, 7H) , 

7. 5 5-7. 6 (m, 2H) , 

8. 0 5-8. 1 5 (m, 2H) . 
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2- r r3- 12- (5->^^;i/-2-73:-;i/-4-^yy »J;i/) -1, 

(1) 6-T-fehT^h*-3- [2- (5-^^;v-2-7xri;i/-4-^T^;»J;v) 

iH-NMR (CDCI3, 400MHz) <5 : 
2. 2 1 (s, 3H) , 

2. 2 2 (s, 3H) , 

3. 2 1 (t, 2H, J = 8Hz) , 
3.4 1 (t, 2H, J = 8Hz) , 
7.0 7 (dd, IH, J = 2, 9Hz) , 
7., 3 4 (d, IH, J = 9Hz) , 

7. 3 5-7. 5 0 (m, 4H) , . 

7. 8 5-7. 9 (m, 2H) , 

8. 0 6 ( (d, IH, J=lHz) 

(2) Q-Ts^^-z- [2- (5-^^;i'-2-7xrz;i/-4-^T^;.y;i/) 

]-l, 2-^>X^V^W-)^ 

sms 9% 

»H-NMR (CDCI3, 400MHz) (5 : 
2.24 (s, 3H) , 

3.2 2 (t, 2H, J=7Hz) , 

3.3 7 (t, 2H, J = 7Hz) , 
6.54 (dd, IH, J = 2, 9Hz) , 
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6. 6 9 (IH, d, J = 2Hz) , 
7.2 2 (d, IH, J = 9Hz) , 

7. 4-7. 5 5 (m, 3H) , ' 
7. 9-8. 0 (m, 2H) . 

(3) h*D^5^-3- [2- (5-p<f-;i/-2-7x-;i/-^4-5^7'V^';;i/) 
$[^4 4% 

'H-NMR (CDCI3, 400MHz) 61 

2. 2 4 (s, 3H) , 

3. 2 5 (t, 2H, J = 7Hz) , • ' . 
3. 3 6 (t, 2H, J = 7Hz) , 

6.7 4 (d, IH, J = 9Hz) , 

6. 9 1 (s, IH) , 

7.2 9 (d, IH, J = 9Hz) , 

7. 3 5-7. 4 5 (m, 3H) , ■ ■ ■ 
7. 8-7. 9 (m, 2H) . 

(4) 2-C[3-C2-(5 2-7 ±£)V- 4 -9T^J U a:^;!/] - 

1 , 2 -^>X-f v:^-9-v^-;i/- 6 -'f - 2 -p<^;brD t:;t>^x5^;i/ 
1R^7 1% 

*H-NMR (CDCI3, 400MHz) <y : ... 
1. 23 (t, 3H, J = 7Hz) , 

1. 6 4 (s, 6H) , 

2. 2 4 (s, 3H) , 

3.2 1 (t, 2H, J = 7Hz) , 

3. 3 9 (t, 2H, J = 7Hz) , 
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4. 24 (q, 2H, J=:7Hz) , 

6. 7 9 (d, IH, J = 2, 9Hz) , 
6.8 8 (d, IH, J = 2Hz) , 

7. 3 0 (d, IH, J = 9Hz) , \ 
7. 3 5-7. 45 (m, 3H) , 

7. 8 5-7. 9 0 (m, 2H) . 

(5) 2- [ [3- [2- (5-p^^;V-2-7x-;i/-4-^7'\;»;;i/) x^;i/3 - 

1, 2— ^^x-fv^-y-y-^iz-e— :^-^^>] -2-^p<^;v7'Pt:;*->^ 

IR^ 6 4% 
^H-NMR (CDCI3, 4 0 OMHz) 5 : 
1. 6 6 (s, 6H) , 

2.2 7 (s, 3H) , ^ 0 
3. 2 1 (t, 2H, J = 7Hz) , ; > : 

3.3 6 (t, 2H, J = 7Hz) , 
6.8 1 (d, IH, J = 2, 9Hz) , 
7. 0 1 (d, IH, J = 2Hz) , 
7.2 8 (d, IH, J = 9Hz) , 

7. 3 5-7. 4 5 (m, 3 H) , 
7. 8 5-7.9 0 (m, 2 H) . 

mmms 

C |-3_ [2- (5-p^5";i/-2-7x-;i>-4-:^^WU;ix) - i» 2 

(1) CC3-[2-(5 2-7 X 4 -:t,:3f^-y-V^ U - 1 
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4-:t^^'JVJ\^) 2 y=^-y-V*-;i/ ( 2 0 Omg, 0. 60 

mmol)^ >^D^M3:f-;i/ (134mg, 0; 8 Ommo 1) ^ (1 
llmg, 0. SOmmol) h-y (1 OmL) tzmm^-^tz^^ R 

ji&mm^ 8 0 •cK:±fcf 1 5 mmmfmrnhtzo 

(IR^9 9%) 

'H-NMR (CDCI3, 4 0 OMHz) <y : 

1. 2 6 (t, 3H, J = 7Hz) , 

2. 15 (s, 3H) / . ' 

3. 0 2 (t, 2H, j = 7Hz) , 

-.3.32 (t, 2H, J=7Hz) , . . 

4.2 9 (q, 2H, J=7Hz) , 
4.6 7 (s, 2H) , 

6. 9-7. 0 (m, 2H) , ■ 

7. 3 5-7. 5 (m, 4H) j : • ^ 
7. 9 5-8. 0 0 (m, 2H) . 

(2) C [3- [2- (5-p<^;i/-2-7ai-;i/-4-:;^:^p-9-\/U;b) oc^;!/] -! 

»H-NMR (DMSO-dg, 400MHz) d ; 
2. 1 8 (s, 3H) , . 
2.9 6 (t, 2H, J = 7Hz) , 
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3. 2 5 (t, 2H, J = 7Hz) , ; 
4.7 3 (s, 2H) , 

6. 9 4 (dd, IH, Jf2, 9Hz) . * 

7. 16 (d, IH, J = 2Hz) , 

7. 4 5-7. 5 (m, 3H) , : 
7.^ 09 (d, IH, J^9Hz) , 
7. 8 5-7. 9 (2H,:m) . 

^^J9 
(^1^99-1) 

2 - [ [3 - r2 - [2- (2-^PP'7xr:;v) - 5-4Vy°l3\^)l- A-^^'^' 

^J^})v^ -1. 2-^>x^v^ij-vr-;v-6->f; i/i :^:^->i -2-^»;p 

mp. 1 0 0 - 1 0 5°C ,!n, ' . 

iH-NMR(CDCl3, 4 0 0MHz) <y; . 
1. 13 (6H, d, J = 7Hz) 

1. 6 3 (6H, s): V 

2. 9-3. 0 (IH, m): ^ ; ; > 

3. 04 (2H, t, J = 7Hz) 

3. 27 (2H, t, J = 7Hz) , i . ■ ^ K : - 

6. 80(1H, dd, J = 2, 9Hz) - 

6. 99 (IH, d, J = 2Hz) 

7. 2 4 (IH, d, J = 9Hz)'. - 

7. 3-7. 4 (2 H, m) -. ^ 

7. 3 5-7. 5 0 (IH, m) 
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7. 8 0^7. 9 5 (IH, m) 
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\ 



IR (KBr) cm" 

3000, 2950, 2900, 1720. 1700, 1620, 1610, 15 

6 0, 1 5 20, 1 50 0, 1475, 1460, 1440, 1 400, 1 3 8 0, 
1 280, 1 1 8 0, 1 1 40i 1 1 20, 1 04 0, 1 0 20, 9 8 0, 8 4 0, 

7 8 0, 7 4 0. ^ 1 

2- r [3- [2- [2- (4-^PP7x-;i/) -5-7'Pbr;i/-4-^^-!j-vr'J 
x5^;t/l -1. 2-^>X-YV^»\;-;i/-6-^;i/1 ;j-:^>>3 - Z-^^jvrti 

mp 1 5 6-1 5 8°C 

*H NMR (CDCls, 4 0 OMHz) (5 ; 

0. 8 8 (3H, t, J = 7Hz) 

1. 5 2-1. 6 1 (2 H, m) 

1. 69 (6H, s) 

2. 5 3 (2H, t , J = 7Hz) • \ 
3.0 0 (2H, t , J = 7Hz) 

3.2 0 (2H, t , J = 7Hz) 

6. 7 9 (IH, dd, J = 2, 8Hzi) ' • 
6.9 9 (IH, d, J = 2Hz) 

7. 23 (IH, d, J = 8Hz) 

7. 4 2 (2H, d, J = 8Hz)- . - ■ 

7. 9 2 (2H, d, J = 8Hz) 

IR (KBr) cm-* : 
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28 73, 1 620, 1 5 1 8, 149 7, 1479, 1 3 9 2, 13 85, 1 2 
8 2, 1 1 8 8, 1 144, 109 5, 9 84, 843, 835, 
8 16,742 

(^^?<l9-3) 

2 - { \3 - 12- [2- (2-^lPuy3L=^)]/) - 5-^=^->;i/-4-:t^ij-\;U 
3i^;i/1 -1. 2-^>X-f V^1j---/->>V-6-^;V] :t:^ ->l -2-^»;V7'P 

iH->NMR (CDQls) 6 ; 

0. 8 6 (3H, t, J = 7Hz) , 

1. 2~1. 3 (6H, m, ) , 
1. 4 5-1. 5 5 (2H, m) , 

1. 6 6 (6H, s) , 

2. 5 5 (2H, t, J = 7Hz) , 
3.2 0 (2H, t, J = 8Hz) , 

3. 2 5 (2H, t , J = 8Hz) , 

6. 8 0 (1 H, dd, J = 3 and lOHz), 

6. 9 8 (IH, d, J = 3Hz) , • / 

7. 2-7. 4 (3H, m) , 
7.50 (IH, d, J = 3Hz) , 

7. 90 (IH, dd, J = 3 and 9Hz). 

(^M9-4) 

2- r r3- [2- [5-^>S^;v-2- (2-^PP7jir^;M -4-:t^^^JV 
;V1 -1. 2-^>X-<'V^»V^-;V-6--f;W] -2-^^)]/rv 
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'H-NMR (CDCI3) <5 ; 
1.6 6 (6H, s) 
3. 0 7'(2H, t, J = 7Hz) 
3. 2 6 (-2H, t, J = 7Hz)- 

3. 9 3 (2H, s) . . 

6. 80 (IH, dd, J = 3 and 9Hz) 
6.9 7 (IH, d, J = 3Hz) 

7. 1 5-7. 4 0 (8H, m) 
7. 4 7 (IH, d, J = 9Hz) 

7. 86 (IH, dd, J = 2 and 8Hz) 

2 - [ [3 - [2- [2 - (2-;<^)Vy:c-)i.) ~^5~yuWi-4-:t^V'^JV 

'H-NMR (CDCI3) 6 ; 

0. 8 7 (3H, t, J = 7Hz) 

1. 5 5 (2H, t q, J = 7Hz, 7Hz) 

1. 6 6 (6H, s) ■ 

2. 5 2 (2H,.t,' J~7Hz) : 
2.6 1 (3H, s) 

3.0 2 (2H, t , J = 7Hz) 
3.28(2H, t.J = 7Hz) 

6. 82 (IH, dd, J = 2Hz, 8Hz) 
7.0 1 (IH, d, J = 2Hz) 

7. 2-7. 4 (4H, m) 
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7.8 9 (IH, d, J = 7Hz) . 

2- r r3- [2- [2- (2, ^-t^^unyoL-)]/) - 5 4 

»H-NMR (CDCI3) 6 ; 

1. 1 0 (3H, t, J = 8Hz) , 

1. 6 7 (6H, s) , 

2. 5 7 (2H, t, J = 8Hz) , 

3. 0 3 (2H, t , J = 8Hz) , 

3 . 2 7 ( 2 H,. t , J = 8 H z) , ; n: 

6. 82 (IH, dd, J = 2 and 9Hz) , . ^ 

6. 9 9 (IH, d, J = 2Hz) , 

7. 2 5-7. 3 0 (2H, m) , 

7. 55 (IH, dd, J = 2 and 8Hz) , 
7. 7 9 (IH, dd, J = 2 and 8Hz) 

2- [ [3- [2- [2- (2-^PP7 3ir:;i/) - 5 - J^^;i/- 4 -:t#-9-V^ U;i/ 

1 x^;i/] -1. 2-^>x-f v^»\/-;i/-6->fM :t^->i - 2-^5^;i/rptr 

'H-NMR(CDCl3, 4 0 0MHz) d; . 
1.11 (3H, t, J = 7Hz) 
1.6 6 (6H, s) 
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2.5 7 (2H, q, J=7Hz) 

3.0 2 (2H, t , J = 7Hz) - " ^ ' 

3.2 5 (2H, t, J=7Hz) ' 

6. 8 0 (IH, dd, J = 2, 8Hz) 

6. 9 8 (IH, d, J=2Hz) 

7. 2 3 (IH, d, J = 8Hz) • 
7. 3 2-7. 5 0 (3H, m) 

7 . 8 9 ( 1 H, m) 

IR (KBr) cm-'> : 

2 9 8 1, 2 9 3 9, 2 5 1 9, 1 6 9 7, 1 6 2 2, 1 6 7 2, 1 54 3 , 1 5 
1 8, 149 7, 1 46 2, 1 44 1, 1 4 19, 1392, 1 38 5, 1 3 5 0, 
1 2 84, 1 282, 1 2 0 5, 1 1 7 8, 1 144, 1 0 88, 1 0 5 5, 984 
, 943, 8 58, 8 39, 8 1 2, 7 54, 75 0, 

7 3 5,6 88, 604, 5 8 6 ' ' 

2-1 [3- [2- [2- (2-r:hP7x-;i/) - 5-rDfcr;i/:-4-;t3g-»\;u 
x^;i/i -1.2 v^ij-\;-;i/- 6 -^)^^^ ;t=¥->] - 2 ->c^;i/7'p 

\^^ym • • . • 

^^^!^^ 

mp 114-116*'C 
»H-NMR (CDCI3) <y ; 

0. 8 2 (3H, t, J=7Hz) 

1. 4 6 (2H, tq, J = 7Hz, 7Hz) 
1. 67 (6H, s) 

2.4 5 (2H, t, J=7Hz) 
3. 0 1 (2H, t, J=7Hz) 
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3. 2 7 (2H, t. J = 7Hz) , 

6. 8 6 (IH, dd, J = 2Hz, 9Hz) 

6. 9 9 (IH, d, J = 2Hz) y : ' . 

7. 3 3 (IH, d, J = 9Hz) 
7. 5-7. 7 (2H, m) 

7. 8 1 (IH, dd, J = lHz, 8Hz) - ^ 

7. 9 7 (IH, dd, J = lHz, 8Hz) . 

IR (KBr) cm ' ; ^ 

29 7 0, 29 3 1, 2 873, 1 70 1, 1 624, 1 5 60, 1 5;3r3, ,14 
9 8, 1470, 144 6, M39,: 14 1 9, 1 394,; 1 352, 1 2 82, 
1 2 0 3, 1 174, 1 142, 1090, 9 84, 84 1„ 

8 1 2, 7 8 5, 7 5 2, 7 2 9,, 6 0 4, 5 8 4. 

(^^J9-9) : 
2- r r3- r2- C2- (2-^PP7x^;1/) -^-^y^nyu^py-A-:^^ . 
jj-yr ^) ;b] -1,2 -^>X-f V^a^jj-yT-;!/- 6 — f ;Pl -;2-p<^ 

^H-NMR (CDCI3) <y ; 

1. 7-1. 9 (4 H, m) : :r 

1. 6 7 (6H, s) 

1. 7-1. 8 (IH, m) 

3. 1 0 (2H, t, J = 7Hz) ; ■ 

3. 2 9 (2H, t, J = 7Hz) 

6. 8 1 (IH, dd, J = 2 and 9Hz) 

7. 0 0 (iH, d, J = 2Hz) 
7. 2 5-7. 9 (5H, m) . 
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immmd- 10) 

2 - [ [3- [2- (2-^^n^^->;t/-5-7'Ptf;i/-4-3r-=^1j-vy'j;i/) x» 

'H-NMR (CDClj) (J ; = 

0. 8 3 (3H, t, J = 7Hz) 

1. 2-2. 1 (1 OH, m) 

1. 4 5~1. 5 5 (2H, m) 

1.7 1 (6H, s) . ; , : 

2. 44 (2H, t, J=7Hz) 

2. 8~2. 9 (3Hi m) - 

3. 0-3. 1 (2H, m) 

6. 72 (IH, dd, J = 2 and 9Hz) 
6. 95 (IH, d, J = 2Hz) 
6. 9 9 (IH, d, J = 9Hz) . 



2- C C3- 12- \2- (2-^PP73i-;p) -^~^vr^)]/-A-^^'^^J 
.U;!/] 3:^;t/1 -1, 2-^>X-YV^W~;i/-6-^;t/1 -2-X^;t/7- 

mp 1 1 8-1 2 0°C 

'H-NMR (CDCI3, 4 0 OMHz) <5 ; - 

0. 8 7 (6H, d, J = 6Hz) 
1.6 6 (6H, s) 

1 . 9 0 ( 1 H, m) 
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2. 44 (2H, d, J = 7Hz) 
3.0 3 (2H, t, J = 7Hz) 

3. 2 8 (2H, t, J = 7Hz) 

6. 82 (IH, dd, J = 2, 8Hz) 

6. 99 (IH, d, J = 2Hz) 

7. 31-7. 39 (3H, m) 
7.48-7. 50 (1 H, m) 
7. 8 9-7. 9 2 (IH, m) 



PCT/IPOl/02271 



IR (KBr) cm"' : 

343 3, 29 6 0, 29 3 1, 2870. 2 530, 1 7 0 7, 1 620,. 1 5 
5 2, 1 5 1 8, 149 7, 147 3, 14 1 7, 1 3 85, 1 3 8 1, 1 27 7, 
1180,1138,1088,1053,978,8 4 3, 

8 2 0,7 6 8, 742, 60 6,584, 47 1 

2- r [3 - [2 - [2- (2-^PP7x-;v) -5-t er t-!/^/l/-4-:^ 

^-9-^;u;i/] -1, 2-^>x^ v=^-9-\/-;i^-6-w^jvl :t^ ->1 -2-^ 

mp 12 7-1 2 g'C 
^H-NMR (CDCI3, 4 0 0MHz) <y; 
1. 2 6 (9H, s) 
1. 6 5 (6H, s) 
3.17 (2H, t, J=7Hz) 
3.3 1 (2H, t, J = 7Hz) 
6.8 1 (IH, dd, J = 2, 8Hz) 
7. 00 (IH, d, J = 2Hz) 
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7. 28 (IH, d, J = 8Hz) 

7. 34-7. 37(2 H, m) 

7. 5 0 (IH, m) 

7. 9 3 (IH, m) 

IR (KBr) cm"* : 
385 5, 373 7, 343 3, 297 8, 297 4, 2 8 7 2, 2 3 4 7, 
1 70 7, 1 703, 1 62 0, 1 5 72, 1 549, 1 5 22, 
149 8, 142 1, 1 38 3, 1 3 67, 1 346, 1 284, 1 1 84, 
1 146, 1 0 55, 982, 837, 8 1 6, 7 68, 7'4'4, 7 3 9, 
6 0 9 . • : 



(^^9-13) 

2- [ [3 - [2- [2 - (2-7;i/;4-pyji-;V) - 5->f V7'Pb;;i/-4^:tdF 

VH-NMR (CDCI3) S ; C 
1.15 (6H, d, J = 7Hz) 

1. 6 7 (6H, s) 

2. 9 5-3. 0 0 (IH, m) 

3. 0 4 (2H, i, J =^7 Hz) 
3.24 (2H, t, J = 7Hz) 

6. 80 (IH, dd, J = 2 and 8Hz) 
7.00 (IH, d, J = 2Hz) 
7015-7. 25 (3H, m) 

7. 40-7. 45 (IH, m) 
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2- r ra- r2- C2- (4-t er t-^^;i^7x::^;i/) - 5 V7^P1^;V- 

iR-NMR (CDClj) 6 ; 
1. 1 6 (6H, d, J = 7Hz) 
1. 36 (9H, s) 

1. 70 (6H, s) 

2. 9 5~3. 0 5 (3H, m) 

3. 1 7 (2H, t, J = 8Hz) 

6. 7 6 (IH, dd, J = 2 and 8Hz) 

7. 0 0 (IH, d, J = 2Hz) 
7. 15 (IH, d, J = 8Hz) 
7. 4 7 (2H, d, J = 8Hz) 
7.9 3 (2H, d, J = 8Hz) . 

2 - r r3- r2- r5->f vrph:;i/-2- (2-:^7^;v) -4-;t^-»\/u;i^ 
1 x^;i/] -1. 2-^>X^v:^»vy->>v-6— :t=¥->1 -2-^^;i/7'Pl:^ 

'H-NMR (CDCI3) (S ; 
1.2 0 (6H, d, J = 7Hz) 



76 



wo 01/79197 PCT/JP01^2271 

3. 00 (IH, qq, J = 7Hz, 7Hz) 
3.0 7 (2H, t, J = 7Hz) ^ 
3.3 0 (2H, t, J = 7Hz) , 

6. 80 (IH, dd, J = 2Hz, 9Hz) 

7. 02 (IH, d, J=2Hz) 
7. 3 0 (1 H, d, J = 9Hz) 
7. 5-7. 6 (2 H, m) 

7. 8-8. 0 (3H, m) , 

8. 0 8 (IH, dd, J = 2Hz, 9H'z) - ^ 
8. 49 (IH, s) . 

IR (KBr) cm-i ; 
29 7 2, 29 29, 2 872, 1 707, 1 70 1, 1 6 20, 1 560, 
1 6 1 6, 149 8, 1 46 6, 1 4 1 7, 1 3 9 2, 1 383, 1 3 6 5, 
1 2 84, 1 1 8 4, 1 1 44, 1 0 8 8, 1 0 53, 9 8 2, 8 9 3, ■ 
85 8, 8 3 5,8 1 6,754, 6 0 7,471.- 

(^0^19-16) 

2- C C3- [2- [5-^vytJ}^)]/-2- (2-^ bdr->7x-;i/) -4-:t^ 

mp 1 2 3-1 2 5°C 
'H-NMR (CDCI3) 6 ; 

1. 1 7 (6H, d, J = 7Hz) 
1.6 7 (6H, s) 

2. 9-3. 1 (3H, m) 

3. 1-3. 2 (2H, m) 
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3.9 3 (3H, s) : ; 

6. 7 3 (IH, dd, J = 2Hz, 9Hz) : ; 

6. 9 6 (IH, d, J = 2Hz) f 

7. 0-7. 1 (2 H, m) 
7.13 (IH, d, J = 9Hz) 

7. 4 3 (IH, m) , : . - 

7.83(1H, dd. J = 2Hz,8Hz). 

IR (KBr) cm-' ; 

2999, 2927, 1709, 1622, 1620, 1 5 54, 15 18, 

1 49 7, 1468, 14 19, 1389, 1 363, 1 2 8 1, 1 259, 

1 1 8 6, 1 1 38, 1 0 9 6, 1 0 53, 1 026, 9 7 8, 83 3;, . . 

8 0 2, 7 52,744, 7 1 5,6 04, 5 84. 

2- c C3- r2- r2- (2. 4— ^^pp7 3^-;v) -5--f vrpif;v-4~ 

:t^^9VJl'\ x^;i/1 -1, 2-^>X-f V=aF-9'V^-;i/-6 ->f;i/1 -2- 

. . • ... . . . ,; . .■ V 

mp 1 0 2-1 0 4*0 

'H-NMR (CDCI3, 400MHz) ff; 

1.13 (6H, d, J = 7Hz) 

1. 6 6 (6H, s) 

2. 9 5 (IH, m) 

3. 0 4 (2H, t, J = 7Hz) ^ 
3.2 7 (2H, t, J = 7Hz) 

6. 82 (IE, dd, J = 2, 8Hz) 

6.9 9 (IH, d, J = 2Hz) , 
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7. 2 8 (IH, d, j = 8Hz) 
7. 32 (IHi da, J = 2, 8Hz) ' 
7. 5 1 (IH, d, J = 2Hz) . : . 

7.87 (IH, d, J = 8Hz) 

IR (KBr) cm ' : 
3535, 2939, 1705, 1618, 1562, 1498, 14 6 6, 
14 6 0, 13 8 5, 1 38 li 1286, 1 1 84, 1 147, 
1 1 0 7,10 53, 9 76, 8.4 1 , 81 6, 41 7 , 

(^^J9-18) 

2- [ [3- C2- [2- (2, 6-^^PP7:n-^;t/) -5-^V7^Pt;;i/-4- 
:jr^^'J u;i/] -1,2 -^>X>f v^^ij-v/-;!/- 6 :t=^$>1 - 2 - 

mp 1 6 1-1 6 3'C 

'H-NMR (CDCI3, 4 0 0MHz) 6; 

1. 08 (6H, d, J = 7Hz) 

1. 6 3 (6H, s) 

2. 9 2 (IH, m) . . ; - 
3.0 7 (2H, t, J = 7Hz) 

3.3 1 (2H, t, J = 7Hz) 

6. 81 (IH, dd, J = 2, 8Hz) 
6.99 (IH, d, J = 2Hz) 

7. 3 1-7. 4 1 (4H, «m) ' ■ 

IR (KBr) cm-* : 
346 7, 29 7 6, 2873, 2 52 1, 1 72 2, 1 624, 1 60 5, 
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1 5 60, 1 5 1 8, 1 49 8, 1468, 1433, 1 38 5, 13 83, 

1 3 6 7, 1 340, 1 32 1, 1 27 1, 1 200, 1 1 7 6, 1 1 30, 

1095, 1041, 974, 933, 883, 8 39, 793, 771, 
750,600,569,482 



2- [ [3- r2- C-5— f V7°Pbr;i/-2- (2-h U 7;i/?rPp<^;i/7 xr:;i/ 
^1 -2-^^;i/rPlf:t>lt 

•H-NMR (CD CI,) 6 ; 
.1.1 1 (6H, d, J = 7Hz) , . . 

1. 6 5 (6H, s) , 

2. 9~3. 0 (IH, m) , 

3. 04 (2H, t, J = 7Hz) , 
3.2 8 (2H, t, J = 7Hz) , 

6. 1 8 (IH, dd, J = 2 and 8Hz) 

7. 0 0 (IH, d, J = 2Hz) , 
7. 2 6 (IH, d, J = 8Hz) , 
7. 5-7. 7 (2H, m) , 

7. 8 0 (IH, d, J = 8Hz) , 
8.0 2 (IH, d, J = 8Hz) . 

2- [[3- [2- [2- (2-bKP^->7x:^;i/) - 5 ^W' V^P 4 
^;i/7'Pt^;t>^ 
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»H-NMR (CDCI3) 6 ; 
1.16 (6H, d, J = 7Hz) 
1.6 6 (6H, s) 

2 . 9 7 . ( i H , q Q , J = 7 H is , 7 Hz) . . i 

3. 06 (2H, t, J = 7Hz) 
3.3 1 (2H, t, J = 7Hz) 

6. 8-7. 1 (4H, m) 

7. 3 2 (IH, m) 

7. 40 (IH, d, J = 9Hz) ■ ■ ' ' ^ 
7. 7 6 (IH, dd, J = lHz, 8Hz) . ' 



2- [ [3- [2- r2-7ji-;i/-5-7°ntf;i/-4-:t^-9-yU;i/1.ji^;v] >f 
> K-;i/-6— f;i/] :t=^->] -2-^^;i/7'Pt^:t>^ : .. 

NMR (CDCI3, 40 OMHz) 5 ; ' ' ' 

0. 8 2 (3H, t , J = 7Hz) , 

1. 4 0-1. 5 5 (2H, m) 
1.5 7 (6H, s) 

2.4 1 (2H, t, J = 7Hz) 

2. 87 (2H, t, J = 7Hz) 

3. 1 0 (2H, t, J = 7Hz) 
6.7 6 (IH, dd, J=l, 9Hz) 

6. 9 2 (IH, s) 

6.9 6 (IH, d, J=lHz) 

7. 4-7. 5 (4 H, m) 
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7. 8 5 (IH , br s, ) 
7. 9 5—8. 0 5 (2H, m) 



pqT/JPOl/02271 



2- r rs- [2- C5— f V7°PtfjV-2^ (4-^>^^;i/7ji^;t/) -A-Tjr^"^ 
\/U;i/1 x^;i/l -1, 2-^>X^v=^»\;-;v-6^^;v] :t^r->3 -2-p<»;i/ 

•H-NMR (CDCI3, 400MHz) <y : , 

0. 94 (t, 3H, J = 7Hz) , 
1.16 (d, 6H, J = 7Hz) , 

1. 3 5 - 1 . 4 5 (m, 2H) , 
1 . 6 0 - 1 . 7 0 (m, 2 H) , 

1. 6 8 (s,,6H) , . 

2. 6 6 (t, 2H) , > L 
2. 9 5-3. 0 5 (m, 3H) , 

3.2 1 (t, 2H, J = 7Hz) , r ■ • 

6.7 7 (dd, IH, J = 2, 8Hz) , 

7.0 0 (d, IH, J = 2Hz) , 

7. 2 0 (d, IH, J = 8Hz) , 

7.2 5 (d, 2H, J = 8Hz) , 

7. 9 0 (d, 2H, J = 8Hz) . 

^Mio ^mm. 

(1) F^ARdm&iti^mmM 

Umt^ CIIB0!)l~7WM©PPAR<ST:Jr::;^>©L-16 5 0 4 1 (B 
erger, J.flfa, (1999) J. Biol. Chem. , 2 74 : 6 7 1 8-6 
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7 2 5) ) (DF'PARdfS^itm^Uyo^olzmMiytco 

2) y'yT.^ K ^ 

^^^^^7°^:^^ K (GAL4-hPPAR<5 LBD) , }]/i^y 

(UASX4-TK-LUC) , 0-iJ^^Yf/j^--^%My=y7.%Y\/3G 
AL) H: (kliewer, S. A. flfe, (1 9 9 2) Nature, 3 58:77 1 
-7 74)'i:|g«|©<6©=S#ffibfeo 

3) h7>;^7x^i/3> 

'C v-^ iwm^ 1 e^x;i/Sfe ») 2 X 1 o«M®iiiia«ST, 2 4 t^x^i/^nr^^ h 

24I^H, 4%Ji&B'>i/jfe^» (FCS) m&POPTI-MEM I Redu 
ced Serum Medium (Life T e c hn o 1 o g i e s ) 5 0 0 >a 
1/we 1 lfi§«bfeo ^0^, Jfil«W®OPT I-MEMT*«^i5tV>, DN 
A^W^^g CI ^7 x;i/ ( 2 5 0 ;u 1 ^JD^^) ^fe D , JUTO^^a-^'g^-rS'ScD ; 0 
. 0 3/^g©GAL4-hPPAR<y LBD, 0. 2 5>ag©UASx4-TK-L 
UC, 0, 35/zg0/3GAL, 2)a l©U>i<7xe7^3 >|4^DMR I E-C (L i 
fe Technologies) , iin^^OP T I -MEMfcWU, ^^"^30 

4) m^^^i)n(^J;^lBi]ms • 

DNA^^^?«[^I^§. Umci-^ (^aa?: 10-'»M&5v>a:10-'=Mt:55:S<fc^ 
fcl 0 O%DMSOK:^||b;fe%0) ^-^tf 4%FCS-0PT I -MEM 500^4 

ltiffeK:Sg|bT^^{3 4 0^^, 3 7°CT-^«bfeo 

5) l/5}<-i$^-»fe^^]pi/^;i/©« 

PBS-^20i5feofem, ^iJ^il!^g;£l|5|fTV^, lt>x;i/^feD, }vt/y 
:^y—^mm&m'^mh^WL{2 5mU Trls-POiCpH 7. 8) , 1 
5%v/v Glyserol, 2%CHAPS, l%Lecithi'n, 1%BSA 
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, 4mM EGTA (pH 8. 0) , 8mM MgClj, ^1 mM .D T T) , 1 0 0 

>%tM) ^»b, MLR- 1 0 ^m^A^Xi)VXJ ^)-^ (no:^S^M) ^fflVA 

^)^fc:iiD^T:fev^fe/3 GALcDj^lSl^^Af^J: SM<4^fi^a9^b, <b-^^JDJ^ J: 

- ^ ^ h i^^-- fe*?Stt©«!l^;5-^{i, 5 0 // 1 (D-n^^Um'^'m^ 9 6 •> 3:;i/ri/- 
htc^^b, ONPG (2-- ^H7x-;^-/3-D-:tf•7^ ht'-^y^i^ 0 

0 /tz 1 ^» UT , ^MT' 5 ^S'^'f h bfeo .^jifcv#±?S ,( 1 M^mt ^ 'J •> 

(0. (D^^)^-e^abfem®;i/S^7x^— (3>hD-;Hii) ^0 

1 0-*M(;:iJ(t-SL- l 6 5 0-4 1 x:5---fe*»*fi^ 1 

1 I.. TOi^H . • ■ : .■ f ■ . • ;- 
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[^2 3] 









2 7 




6 7 




4 2 


mmm4 


7 3 


mik&is 


55 




4 4 


mmm? 


16 


L-l 6 5 041 


1 7 



mmmii mmum 

^^i*:^^^^^^^ H^bTGAL4-hPPARa LBD^ •GAL4-hPPA 
Rr LBDs GAL4-liPPAR(5 ■ LBD<^^^b,JtMmtbTP.pARa : 
10-*M WY-1 6 5 04 1, PPARr : 1 O'l'M -R d s i;g 1 i -t a,z:p n e 

X ppARd 1 o-*MK:j3fcj-5L- 1 6 5 0 4 1 ^mi omm0i$mtm 

«l&;&^{c J; t)^ lll«6«?!i9i3f2®fli^K:i3bP P ARMtt^^^bfeo : . ; 
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[^24] 





PPARa 


PPARr 


PPARtf 


$I:^^J 9-1 


1 2± 1 


2 2 ± 1 


9 1±6 


mfe^i^J 9-2 


9 1 ± 1 0 


3 4±1 


9 9±1 2 


im^^j 9-3 


9 5±9 


6 1 ± 6 


9 7±2 


mi^9-4 


4 6±2 


1 8 ± 1 


2 6±1 


mi^9-5 


2 2±6 


2 1±0. 5 


8 6±1 5 


9-6 


72±2 


2 4±4, 


1 0 1± 1 0 


^U!5^J 9-7 


2 5±0. 1 


1 7±3 


8 7±3 


il£te#9-9 


12 


13 ; 


6 0 


^«?|J9-1 1 


1 0 


15 


6 2 


9-14 


74 


8 6 


8 6 


IIS£l?'J9-l 5 


8 2± 1 6 


8 1±5 


10 5+16 




'1 ■• ■ , 


19 


2 5 


mm^Q'^i 7 


6 3 + 4 


2 2 + 3 


111 + 4 


»«?!I9-1 9 


2 8 


21 


4 3 


II5SM9- 2 0 


2 8 


2 5 


6 1 




94 


78 ' 


11 1 


L-l 6 504 1 


2±1 


1±0. 0 3 


3 2±15 



I 
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a : 1 0"MOWY-14 64 3 

r : 1 O 'MORo s i g 1 1 1 a z one 

<y : 1 O'^MbL- l 6 5'*0 4 1 

5 0 4 1 fcit-^s mmxi±^M±(D^i]t3^FFAE60mmhm^^\^rc:o ^tc. 

mmm9-l, 5, 6, 7s 9s 11, 15, 17s 20, 2 2^{iL-l 6504 1 
fc^^KbfePPARas 7s 6tzMir^mmhWm(Dmm.&^^t^^tmM^is*izi3: 
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m ^ o m m 
1. m^^iD s V ,G. . ' 




^llti-'80T;v=¥;PSs j^^tlt2-8cDT;i/^-;i/^ ^illlJca-soT;!/^-;!/^ 

R», R^mj^n'^^mm^s mmfkis(DT)v^)vm^ /^u^ym^-^mm^ti 

)im^<ommB. 6 ~ 1 0 T% 1 - 4 ) s gife^^W v^t 

6 - 1 0 ®T u m^^^h bT 1 ~ 3 mom^m^. ^li^xtt 

X^RXTX'liiO^ Ss C (=0) NHs C (=0) s C (OH) ^b<ttNR\ X 
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DttO, S, NR»^^U 

4) . XtiM^^^SU 

R*zfetFR''a:2K^j^-?s ^^ifei~8©y;i/^;i/«^ ^^ti^>miFxmm^fitc^m 
fiu RS R^ R^stj^R'o-^t.fBind^iotii^A^i?. m\)i^m-^^im(o%(D 
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6. d:<D-^ (I I) X 



d ii-??s R" liTk^l^^x 1 ~ 8 AGi^^M^ 

^itl~8®T;i/:¥;i/as ^mB2'>-8(DT)V^-)m. ^mW^2'^S(0T)V^-}V& 

j^fc«:oT^>'€>3g*?^^bT*)^<s ;, 

X'OTX^liO. Ss C (=0) NHs G (=0) s C (OH) ^b<li:NR^ JL 

bt: v^T *.^v%^^llt 1 - 8 ©T;i'=a^i/ >^^#u 
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9. At^0^t±S-^s X^RXIX'-i^m-^^-^s R^ R':Rt>*R='A*7K^li-?s Mil ' 
^ 8 AD>y vM^T'im^tife^miit.l ~ 8 ©T;b:^;p^^^ -^1^3 ~ 
7 ©$/ ^7 D Tj]/^)v&. j^mWL 3 - 7 ©i^^ D 7';i/=^;i/a-egk^ tlfe^ji^ 1 ~ 6 © l 

bTv^T*^v^T u -;i/t;i/^;v^ (r u -;i/«p^©;^^flc 6 ~ i o 
©^^i!ji~4) . g^^«?&Wb■rv^T*m^J^^iSc6~l o©7";-;i/S, trus;;!/; 

^ ^::c-;b^b<f*7U;uXs Xy:^-&^T-^Stt5l<©^H^6OTig©><>X'r . 
V =^r-lJ-^;-;i/p##:X{i^©Jio 

10. Ai^OXH:St?x X»StJfX^i?ig^^T\ R>, R''Z^tJfR»*J2k^j!^^>\^mi& 
Tmi^^tlfe;^^^l~6©T;i/:3p;i.^^ j^miCl~6©T;i/=i:5ri/a. nu^^M^ 

, Ti^jm^ =-hu^ T^^^ m^T^^f^ *;^J^^•=¥;>;^S^ 7m&^ 
MMB 6 ~ 1 0 ©7 u tf u ^3i-)vms y y < v^r v-ji'T 
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